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Amendme nts To The Specification; 

Please replace the paragraph beginning on page 6 and ending on page 7 with the 
following: 

-Fig. 3 shows the binding of the RNA ligand to the GST-RBD protein. Percentage of the 
binding of the RNA ligand lo GST-RBD is based on a value measured by the nitrocellulose /liter 
binding assay. In Fig. 3, a closed circle indicates the use of an RNA of ooquonooNo. 1 SBOJP 
NOL a closed square the use of an RNA of vxprnvAM SBOiDNO:? . and a closed triangle 
the use of an RNAof coquonco No. - H - SEOIDNQ:!!.— 



Please replace the second full paragraph on page 8 with the following: 



-As the nucleic acid molecular seed of the present invention, an RNA containing any one 
of base sequences, sequen co N 00 . I to 2 8 SEP TP NOs:1-2S . preferably sequence Nos. 1 to-S 
S EP TD NOs:l-8 or s e quence Nod. 25 t e^g S EP ID NQs:25-2R of the Sequence Listing is 
mentioned .•- 
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Please replace the paragraph beginning on page 8 ami ending on page 9 with the 
following: 



--The RNAs of the present invention shown in the sequence numbers listing have an 
abilily of binding to the "target proteins of Ras'\ More specifically, the RNAs are characterized 
in that they are specifically bound to the Ras binding domain (RBD) of Raf-1, and the nucleic 
acid molecular seed of the present invention is not limited to the base sequences shown in the 
foregoing se qu e nce Noo. 1 to - 2 -8 jj£Q ID NOs:l -28. A seed having a base sequence in which al 
least one base of seque nc e Noo. 1 to 2 S SEP ID NOs: 1-78 of the Sequence Listing is deleted and 
substituted with another base and/or another base is added is also available so long as it has an 
abilily of binding to the "target proteins of Ras".~ 



Please replace the second full paragraph on page 9 with the following: 

-These RNAs of the present invention can also be reversely transcribed, as required, into 
DNAs having complementary base sequences to the RNAs. Accordingly, the present invention 
relates to nucleic acid molecular seeds such as RNAs, DNAs and the like, containing any one of 
base sequences of seqwj«ee-Nes^-te-38 SEP ID NOs:1.?.S of the Sequence Listing or a base 
sequence in which at least one base thereof is deleted and substituted with another base and/or at 
least one base is added.-- 
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Please replace the first full paragraph on page 10 with the following: 

-Incidentally, RNAs comprising approximately 60 bases shown in sequonco Nos^O-to 

53 SEQIDNOs:29-5 2 of the Sequence Listing indicate base sequences comprising 
approximately 60 bases in a central portion of RNAs shown in sequence Nos. 1 to 24 SEP ID 
NQsiU2i. Further, RNAs comprising approximately 45 bases shown in ccqucnco Mo;. 53 a»j 

54 SEP ID NOs:53 and 54 of too Sequence Listing indicate base sequences comprising 
approximately 45 bases in a central portion of RNAs shown in 6? qnenco Mo;. 25 to 2S SEOJD 
1^25=28. Moreover, cequonooNoo. 55 to 60 SEP TP NOs:5S.fifl of the Sequence Listing 
show base sequences of primers used in specific examples of the present invention.- 



Please replace the second fult paragraph on page 14 with the following: 



-The sequences of the total sizes (approximately 100 bases) of the 8 types of RNAs 
(21.01 to 21.08 in Fig. 2) in group 1 are shown in sequence Noa. 1 to 8 SEPIPNOs:l-8 - 



1 
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Please replace the third full paragraph on page 14 with the following: 

-The interaction between the 10 RNAs among them and GST-RBD was examined by a 
binding assay using a nitrocellulose filter. The results are shown in ihg right column of Fig. 2 in 
terms of RNA binding (%). As a result, the RNAs in group 1 showed the satisfactory binding to 
GST-RBD, whereas the RNAs in group 2 did not show the satisfactory binding. The Kd values 
of the RNA s shown in s e qu e nce No s .4 SEP IDNO:l (21 .01 in Fig. 2) and ? SE P ID NO:7 
(21 .07 in Fig. 2) were both 300 nM. Meanwhile, that of the RNA in sequence No. 11 SEOJD 
Nihil (21 . 1 1 in Fig. 2) was a micromol order (refer to Fig. 3). Fig. 3 shows percentages of 
binding to GST-RBD when using RNAs having s e quence Nog, 1 SEP 1DNQ:1 (closed circle^ ? 
SEQ ID NG:7 (closed square) and 44 SEP ID NO: 11 (closed triangle) at various concentrations 
(nM).» 



Please rep/ace the first full paragraph on page 15 with the following: 

-It was then examined whether the RNA aptamers in group 1 inhibit the interaction 
between Ras and RBD (refer to Fig. 4). The RNAs having se quence Nos. 1 SEOJDNO:! (A in 
Fig. 4), ? SEQ ID NP:7 (B in Fig. 4), 44 SEP ID NO: 11 (C in Fig. 4) and 43 SEP ID NO: 12 (D 
in Fig. 4) (corresponding to 21.01, 21.07, 21.11 and 21.12 in Fig. 2, respectively) were tested at 
concentrations of 0 to 12.5 jim. These were incubated with GST-RBD supported on a Scpharose 
matrix and Ras in GTP-yS or GDP. In the presence of the RNAs (lanes 3, 4 and 5 in Fig. 4; lane 3 
is 20-pmol RNA, lauc 4 200-pmol RNA and lane 5 2,000-pmol RNA) or in the absence of the 
RNAs (lanes 1 and 3 in Fig. 4; lane 1 was in the presence of GDP and lane 2 in the presence of 
GTP), the binding between GST-RBD and Ras was examined by immunoblotting with anti-Ras 
antibody RAS004.-- 
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Please replace the second full paragraph on page 15 with the following: 

--In 1-ig. 4, "Ras" indicates Ras bound to GST-RBD, arid "GST-RBD" indicates as a 
background that GST-RBD is solely present. As slated earlier, the RNA of ^cquoncc No. 1 1 CL.Q 
TP ^ Q:12 (° in Fi 8> 4) which is scarcely bound to GST-RBD did not inhibit the binding of Ras 
to GST-RBD even at the concentration of 12.5 uM. This was the same with the RNA of 
sequenee^er-H- SF,QpNO:11 (C in Fig. 4) in which the kd value was a micromol order.- 



Please replace the paragraph beginning on page 15 and ending on page 16 with the 
following: 

-On the other hand, the RNAs of se qu e nce Nos. 1 SEP ID NO: 1 (A in Fig. 4) and 7- SEP 
1DN07 (B in Fig. 4) in group 1 effectively inhibited the interaction between Ras and RBD. The 
reason is considered lo be that these RNAs were bound to RBD. And, the kd value of the GTP 
binding Ras and RBD of Raf-1 is 18 nM (Hermann, C, cl al., J. Biol. Chem., 270, 2901- 2905 
(1995)), and the RNAs of s e quence Noo. 1 and 7 SEP ID NO;1 an<j SEP ID NP:7 have the 
binding ability which is 10 times lower than that. Despite this, these RNAs inhibit the interaction 
between Ras and Raf-1 
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Please replace the second full paragraph on page 16 with the following: 



-Anodier in vitro selection was conducted by using a double-stranded DNA pool 
obtained by synthesizing a single-stranded DNA pool (200 pniols, 1.2 x 10 M molecules) having i 
sequence of 5'-ggtaa tacga ctcac latag ggagt ggagg aattc atcga ggcat-3' (SEP ID NO iSQ) at tlic 
S'-terminus and S'-catat gcclt agega cagca agctl ctgc-3' (SEP 1 DNO:60) at the 3Mermimis and 
containing random 45 bases in the middle thereof and converting this single-stranded DNA pool 
to the double-stranded DNA pool by PCR.- 



Please replace the last six lines on page 16 with the following: 

-Consequently, novel KNA atamers to be bound to Raf-1 RBD couJd be obtained. These 
sequences are as follows, and shown in sequence Noo. 25 to 28 S EP ID NPs:25-28 of the 
Sequence Listing. 
S e quonoo 2 5 SEP ID NP.25 

gggaguggag gaauucaucg aggoauaugu cgacuccguc uuccuucaaa ccaguuauaa 60 
auugguuuua geauaugecu uagegacage aagcuueuge 100 . . 
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Please replace the first 23 lines on page 1 7 (the entirety of the page, except for the 
paragraph beginning on page 17 and ending on page 18) with the following: 

-Se quences 2 6 SEP ID NO:26 

gggagugg*g gaauucaucg aggcaugacc ucccguggca guagggguaa aaauuaucuu so 

ccuacacuuc ucaugccuua gcgacagcaa gcuucugc 98 
Sequfrttfee-a? SEP TP NO:27 

gggaguggag gaauucaucg aggcauaugu cgacuccguc uuccuucaaa ccaguuauaa 60 

auugguuuua gcauaugccu uagcgacagc 90 
Se qu e nce 2 8 SEP ID NP:2$ 

gggaguggag gaauucaucg aggcauaugu cgacuccguc uuccuucaaa ccaguuauaa 60 

auugguuuua gcauaugccu 80 

The Kd values of the RNAs shown in fieqwaee Nos. 2S r O^-att4-28 SEPlDNOs:25 n 26, 

amL28 among these RNAs and GST-RBD were as follows. 

RNA-ofsegHenefr-aS SEP ID NP:25 : 124 nM 

RNA-e£se% uonoo 26 SEP IDNO:2 6: 295 nM 

R ^A Of 5 cq m»ftefr2S SEPIDNP:28 : 176 nM 

And, the RNAs of seqaea c e s 25 to 2 8 SEP ID NOs:25-28 al! inliibited the binding 
between R as and Raf-1 RBD depending on the amounts. 

SequeRBe^.^5r»«i438 SE P JDNPs:25. 27. and 28 are different in the size of the 
3'-terminus. From this fact, it is presumed that the RNAs of 99 to 81 bases (90 bases correspond 
to s e quonoo -3 3 SEQJDN027) up to seqiienee-SS SEP TP NO :28 through the decrease by each 
one base from the 3'-sidc of ooqucn ee-ag SEP JD NO:25 also have the activity. 

Sequences of 45 bases corresponding to the random region were shown in aoquo i tc o N og. 
§3 *n&44 SE P ID NPs:53 and 54 - 
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Please replace the paragraph beginning on page 17 and ending on page 18 with the 
following: 



--The RNA apiaraers of s e quences 25 to -3» SE P ID NPs:25-28 obtained here can be 
provided through transcription from synthetic DNAs or through synthesis.- 



Pfease replace the first full paragraph on page 25 with the following: 

-Selection of RNAs bound to Raf-1 RBD from the first RNA pool in Example 6, 
transcription of RNAs to DNAs, amplification and transcription of DNAs to RNAs were 
repeated 10 times to obtain RNAs of sequence Nos. 25 and 26 of the Sequence Listing.-- 



Please replace the heading located after the first fiill paragraph on page 25 with the 
following: 

-Exa mple 8 ( R NAs of seq ue nce Nos. 27 an d-38 SEP ID NOs:27 and 28)- 
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Please replace the second full paragraph on page 25 (under the Example 8 heading) 
wi/h (he following; 

-DNAs which had a complementary sequence of an RNA of sequence no. 25 SEP ID 
NQ:25 and oT which the 3-lerniinus side was shortened were obtained by PCR using a primer 5'- 
ggtaa lacga ctcac tatag ggagt ggagg aattc atcg-3' (SEQ ID NO:63) and a primer 5'-gctgt cgcta 
aggca tatgc taaaa c-3' (SEQ ID NO:65) or 5'-aggca tatgc taaaa ccaat ttata ac-3' (SEQ ID 
NO:66). From these DNAs, RNAs of sequence Nos. 27 -and-3S SE P ID NOs:27 and 28 of the 
Sequence Listing were obtained.— 



Please replace the second full paragraph on page 26 with the following: 



-In the RNAs of sequenc e Nos. 25 to 2 8 SEP ID NPs:25-28 . the decrease in the amount 
of Ras was observed according to the RNA amount.- 
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